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Aucust 30, 1972 

- Eliictt Middleton, Jr., M.D, 
hiveetor, Clinical farvices 

Vest L°th Averue 

enver, Colorcilo 680204 

Bear Dr. Hiddleton: 

Ve are pleased to inform you that the National Institutes of Haalth, 
acting Yor tha entire Vevartrenr of Lealth, Education, and Welfare 
bas reviewed and accepted the ceneval assurance dated March 14, 1972, 
aS gubsequentiy amenced, submitted by the Chtldrenis Asthea 2 Kecearch 
enstitute and Hospital, as beine in essential compliance with the 
reguirere sts conceincd in Dili! Grants Administration lianual 
Chapter 1°40 eff April 15, 1°71, 

  

miormed on a current basis 

ttee composition 

  

- of ~ amy a ~ Spe td SEAN Ft ’ Jt is necessary that this office he kept 

c ’ 

ur cooperation in this watter. We welcome any comments 
fh to make with recard to the acministration 

Sincerely yours, 

‘ 

Stephon PF, Natchett, PRD, 
Director, Division of Research Grants a
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3401 west 19th avenue / denver, colorado 80204 | 433-2591 

EUiott Afiddleton, Jr., 4.D., 

: Director, Clinical Services and Research 

August 9, 1972 

R. C. Backus, Ph. D. 

Institutional Relations Branch 

Division of Research Grants 

National Institutes of Heaith 

Bethesda, Maryland 20014 

Dear Dr. Backus: 

Thank you for your letter of July 24 and your thoughts about CARIH's 
Part Two section of the institutional general assurance. 

I have essentially eliminated the word ''research'' from the ass 
and employed the more general term ''project'' by and large. In some 
places the word has simply been dropped. 

With regard to the relationship of the Parents' Application form 
to the assurance, |! hope that an addition to the second paragraph 
under C-a will make the situation clear. 

| look forward to hearing from you soon, 

Sincerely yours, 

  

ge 
@. en 

C St i it oe neat aA Cop a. ee 
ee ht m? oe 

Elliott Middleton, Jr., M. D. 

EM:emb 
Enclosure 

P.S.: Copies of biographic sketches of members of the Ethics Committee 

were sent to you previously with the original statement. 
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Imptemen ig guidelines, Part Two of a General Institutional Assurance 

A. Statement of Principles 

a. Any activity which includes a human being as a subject must provide for 
the individual's safety, health and welfare. specifically; this includes any 
individual who may be at risk as a consequence of participation as a subject in 
research, dewelopment, demonstration or any other activities directly supported by Department of Health, Education and Welfare (DHEW) funds, whether provided 
through research, training or other types of grants, awards or contracts or 
Financed by any other source, 

Regardless of the source of support, al] projects involving human subjects are periodically reviewed as described below. (Section B) 

b. Subjects may include persons involved in behavior science studies; normal] 
volunteers; donors of specific services; inpatients and outpatients; unborn, living 
or dead donors of body fluids, Organs and tissues; and members of the genera] ‘ population who may be involved in any aspect of the project. 

c. The Code of Ethics on Human Experimentation at CARIH is directly and completely drawn from the Declaration of Helsinki, 1964, a copy of which is appended to all copies of this assurance distributed to members of the Ethics Committee and the professional 
staff. 

d. A subject is accepted in a project only after he or his legally authorized guardian or next of kin has consented to his participation, Such consent is con- 
sidered valid only if the following six basic elements are provided: 

1. A fair explanation of the procedures to be Tollowed, including an 
identification of those which are experimental; 

2. A description of the attendant discomforts and risks; 

3. A description of the benefits to be expected; 

Lh, A disclosure of appropriate alternative procedures that would be 
advantageous for the subject; 

5. An offer to answer any inquiries concerning the procedures; 

6. An instruction that the subject is free to withdraw his consent and 
to discontinue participation in the project or activity at any time, 

Furthermore, the consent agreement entered into by the subject shall include no 
exculpatory language through which the subject would be made to waive or to appear to waive any of his legal rights or to release the institution or its agents from liability or negligence. Also, any modification or omission of these Six basic 
requirements must have Ethics Committee justification and must be documented. Documentation requirements for informed consent will Fol low one of the following _ 

three. Forms: (ote atid (batea lt Maia es el eee a ea a bd Sune Jigs a cae ne       wot 
    
  tier at. 

ae 4 we ee ee ee      
  



“DHEW ass~ ance (continued) ’ . Page 2 

1}. A written consent document stating all of the basic elements of 
informed consent, to be signed by the subject or his authorized 
representative, . 

2. A short form written consent document indicating that the basic 
elements of informed consent have been presented orally to the 
subject. A written summary of what will be described to the 
patient is to receive prior approval by the Ethics Committee. 
This short form is to be signed by the subject or his authorized 
representative, and an auditor-witness to the oral presentation 
and to the subject's or his authorized representative's signature. 
A copy of the approved summary is to be Signed by the persons obtaining 
the consent on behalf of the institution and by the auditor-witness. 

3. Modification of €ither of the above two procedures. Any modification 
requires Ethics Committee approval and must be recorded in the Minutes 
of the Ethics Committee and signed by its Chairman. 

Samples of all forms, copies of approved summaries and other relevant records will 
be retained. 

e, We recognize that the subject does not abdicate his rights by consent to 
Participation in a projact directly supported by DHEW funds. He may withdraw his 
consent at any time. Further, he has the right to be secure in his person, to receive 
proper professional care, to enjoy privacy and confidentiality in the use of information 
about nimself and to be free from undue embarrassment, discomfort and harassment. 

~B. Initial and continuing reviews. Ethics Committee Composition and Function. 

a. There exists at CARIH an Ethics Committee, a Standing committee of the 
Medical Staff. The responsibility of this committee is to evaluate projects 
involving human subiects. Current membership of the Committee is given on page 4, 

b. Attached is a copy of the form utilized by our Ethics Committee in evaluating any project involving human subjects. Letters of parental consent are also obtained if required in the pursuit of certain projects. Samples of several letters of consent are enclosed. On the occasion of instituting a new project involving human subjects, a new and appropriate letter of parental consent is prepared for parental approval and signature. . 

c. The Ethics Committee meets at least montnly. Initial review of proposed Projects are undertaken by this committee and continuing reviews of ongoing projects are also accomplished, In this way, we adequately protect the rights and welfare of Subjects participating in projects and determine that the potential value of the Study out-weighs the risk to subjects. Also, the committee determines when informed consent of subjects’ parents or legal guardians will be obtained, 

The committee is responsible to provide advice and counsel to project and program directors with regard to any committee actions. which may influence the course of a 
.Slven. project and also the committee, j s available at-any. time-for.discussion.of 7. Problems or. propos wy. Ongoing.praject. tee wg 

a ee 

Se ett ele fovea, 
a rs 
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DHEW assurance (continued) « Page 3 

Monthly or ore frequent meetings of the committee permits each member to be 
well informed about the results and problems of ongoing projects and, in turn, 
to implement its recommendations to project and program directors. These transactions occur formally at the time of the monthly meeting and informally from time to time in the course of daily CARIH work, | : 

The quorum for the Ethics Committee is four members. ‘The quorum list includes two members who are licensed to administer drugs and one who is not so licensed. 

C. Special Considerations 

a. CARIH is a unique patient-care setting in that patients, generally between the ages of six to sixteen, come for extended periods (up to 12 to 24 months), reside in cottages under the daily care of houseparents and attend the local public schools. In this sense, the childsen are in a "home away from home.'' A 28 bed hospital facility, with four intensive care beds, is available for general medical and emergency treatment. 

Under these circumstances, CARIH is directed, authorized and empowered to give and and order for any child such surgical, medical and dental treatments and such care 
and guidance to the child as it may deem necessary or proper and is further empowered to act "in loco parentis'' to a child at all-times while he is resident at the institution. Prior to admission, the parents are required to complete and sign the "Parents! 
Application Form'' which explicitly states these and other necessary conditions. -A 
copy of the Parents! Application Form is attached, For the purposes of this assurance it shoul« be clearly understood that the completed and-signed Parents! Application 
Form applies only to medical, suraical and dental care relating to a child's general 

le in residence at CAR!IH and does not relieve CARIH of its assurance 
i 

health whi 
_fesponsibilities when a subject participates in a project directly supported by DHEW funds, ‘ 

b, From time to time, normal Subjects are required in the course of certain 
investigations. These subjects may be drawn from the general community and also occasionally are children of members of the CARI staff. All of the commitments of the institution as described in this assurance apply to all normal subjects and 
the Ethics Committee is made aware of the involvement of such subjects in any project. 

 



. 

Current members of the Ethics Conmittee of CARIH: 

Elliott Middleton, Jr., M. D., Director, Clinical Services and Research 

Hyman Chai, M. D., Head, Division of Hospital Services 
Richard W. Newcomb, M. D., Head, Immunology Division ‘ 

Thomas Creer, Ph. D., Head, Behavior Science Division 
Susan Rohrs, R. N., Head Nursing Division 
Ray Stanley, Head, Group Living Diviston 

Jack Gershtenson, Administrator 

Biographic sketches of each of these individuals are attached. 

EM:emb 

 



LLIN PUAL KE SLAKLN ANU INVEST TGA TUN TPIVULVING HUMAN KETNGS 
(Please prepare mine copies and forward to Or, Middleten's office. Please 

be-sure all copies are legible and use additional sheets if necessary) 

iu. Ethics and Human Research Cesmittee 

  Principal Investigator Department 

PiTLE OF PROJECT; ' 

  

iT. @rief description of project as it relates to human beings. Include the question to 
be asked by the investigator and the methods to be used in answering this question 
in sufficient detail for the Committee to assess the potential hazards of the 
contemplated techniques. 

four assessment of risks and potential medical benefits of the investigation. 

i, Are investigational drugs to be used? Yes No (!f yes, list generic name 
of the drug "). 

b. Will informed consent be obtained? Yes No (if yes, attach copy of correct 
form to be used). 

if research is supported by grant funds, please give grant number. 
  

  

 



Samples of letters of consent 
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    e) 

fe have been studying a new drug called disodium cromoglycate or "Intal!! in 
the treatment of asthma for the past 11 months and plan to ex tend our research 
to establish the way the drug works. . 

As you. may be aware, part of our diagnostic work-up in understanding your 
child's asthma has been inhalational challenge tests to various allergens and 
these tests are orten repeated once or several times aad to confirm the 
results of a previous test or to study the effects of treatment. 

In our further study, We" plan to administer Intal to children who have known 
positive reactions to ini ralation provocation tests 20 minutes before repeating 
the provocation tests and in this way to establish whether Intal does block 
this type of reaction. 

Intal has been in use for treatment in England and Europe for over three years 
and has been approved for clinical trials in this country by the Federal Drug 
Administration and the only side effect which either we have seen or that has 
been rcported by other investigators. working with the drug has been a mild 
transient Irritation due to inhaling the medicine. However, this drug is 
still an experimental drug in this country and all possible side effects may 
not be known. 

The hazards of inhalational challenges are the risk of producing a severe 
attack of asthma or a more prolonged attack of asthma and are watched for 
particularly when we do the same inhalational challenge tests for diagnostic 
purposes. These risks are greatly reduced during repeated challenges because 
the dose which will produce a reaction is known. However, the patient will 
have the inconvenience of being subjected to 3 or 4 more challenge tests than 
he would normally have. The normal routine of kéepiag the child 0 tlie 
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We vould like to include your child Robert as a subject in the 
study and if you agree we will also ask Robert — if he will 
participate. Either you or Robert. —”smay:~ Withdraw from the 
study at any time. : 

If you would like to discuss this study further with us, feel free to write 
or call us and a'iso discuss this with your doctor if you wish. 

This study has received the approval of our Ethics Committee. 

If you have no further questions, please sign below and return this letter 
promptly so that your child can be included in the Stucy. The copy of the 
letter is for your file. Naturally, reports of the study will be included in our final medical report on your child. : 

Sincerely yours, 

oa 

Leizer Molk, M.D. 
Assistant Head, 
Division of Hospital Services 

Litssh 

We understand the nature of the study outlined above and the risks involved 
and we agree that our child may pérticipate in the proposed study. 

wwf 
an ™ 4s 
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(| fay | first thank you for the cooperation you have afforded Dr. Molk and 

myself in taking the trouble to control Joseph since his return home, especially 

in regard to the disodium cromoglycate (INTAL) open study. 

} would like to indicate that two changes have been made in the protocal 

in regard to the safety aspects of INTAL by the Federal Drug Administration 

and: {| would be grateful if you would arrange for these investigations to be 

carried out. The results should be forwarded to me at CARI when they have 

been performed, as they form part of the investigational record which must 

by law be kept at CARIH. They are as follows: - 

1. X-ray of the Chest (PA and lateral). This needs to be.done only 

once a year. 
  

2. CBC with RBC or Hb, BUN, blood sugar, alkaline phosphatase, SGOT, 

SGPT, and a routine urinalysis. These should be repeated at 

quarterly intervals. 

if you would be good enough to forward the accounts for these measures to 

CARIH, they will be transferred to Fison's who will make the necessary 

payments. 

Also, it is most important that we receive a blue "Clinical Examination and 

yu—History'! form for each visit your patient has made. If you have not returned 

all of these to us, we urge you to do so immediately. 

Cpythant you again for your interest and cooperation. 

Sincerely yours, 

H.- Chai, M.D. 
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March 7, 1969 

The main purpose of the research program at CARIH is to find new methods 
for the control end prevention of asthma. As part of this progren, we 
are now evelusting @ new typo of treatment, given by Inhalation, for . 

persistent cases of astiva. The drug disodium cromoglycate, or INTAL, 
wos first introduced in Englend in 1967 end was found effective and safe. 

bt hes now b5ecn approved for clinical trials in the USA by the Food end 
Drug Acministration and CARIH is one of the few centers that received 
a supply of [H7AL inhalars. 

cepting this offer, we have reviewed all previous 
tnis drug and we ore convinced that no 

Waturatly, before a 

reports des¢ribi 
i 

¢ 
the use o 

undesirable side effects occur, An occasional mild irritation of the 
bronchial tubes, which is attributed to the Inhalation of the powder, Is 
only transient and is easily controlled, 

the mechanism by which LH#TAL works Is entirely different from all other 
Grugs used for asthma, and consists mainty in the ability of the drug 

to inhibi t aller gic hypersensitivity reactions in the lung. Indeed, 

there ts evidonce that the effectiveness of INTAL Im many cases reduces 
vin ates the need for corticosteroids or for other drugs. 

In view of the fact that INTAL is not part of our standerd treatmant 
program we thought it acvisable to inform you about our now project 
and to esk for your permission to include your child in our treatment 
plan. Children who have continued to have asthma despite our treatment 
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tf you would like to discuss this treatment further with us, feel free 
to write or call us and also discuss this with your doctor if you wish, 
If you have no further questions, kindly sign below end return this 
letter promptly so that your child can be included in the ongoing pro- 
grem. Naturally, reports of our findings will be included in our final 
medical report on your child. . 

¢ 

Sincerely yours, 

s v “A 

C. d/ Falliers, ND, 
Medical Director. 

  

CJF:sh 

we understand the indications for treatment with IMTAL and we agree that 
our child snould participate in the proposed program at CARIH. 
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ft is our privilege to inform you. that, as a reflection of the steadily expanding 
effort for tne understanding and control of intractable asthma, a new research 
program nas developed at CARIH, and we stiould like to have your (son/daughter) , 

participate in it. 
  

As you may know, growth and development, as well as the functions of certain glands, 
are frequently effected by the steroid drugs, sucn as cortisone, which are sometimes 
necessary for severe asthma. We are now able to Find out how a child's body reacts 
to the adminstration of steroids and to their discontinuance (should it prove possible 
to discontinue this therapy). by means of three besic tests; tne first test involves 
collecting Slood and urine specinens during two 43-hour periods to determine certain 
basic normone levels under natural conditions. The second test is completed in about 
2-1/2 hours and evaiuates the response of the body to small amounts of insulin, , measuring the elevation of blood and urine hormones jn response to a lowering of 
normal olood sugar. The last test enables us to Study the adrenal function during 
four days sefore and after the adminstration of a substanco called Mctopirone. As 
much as possible the child is ambulatory and normally active during the course of 
these tests. . 

Although these tests are now well established medical procedures, we felt it necessary to inform you of our intention to include your child in the study and ask for your 
authorization because, despite the fact that we have had extensive personal experience with them, they are not part of our usual diagnostic and therapeutic routine for asthma. Also the frequency of the tests, which mey be repeated more than once or twice, may 
lead your child to complain to you and naturally your encouragement and support will 
be needed to convince him (or hear) of the essential nature of these procedures. 

We are sure you would also want to know that the tests mentioned have proved to be 
extremely safe in the nands of many ether medical investigators and ourselves as well. 
The smatl amounts of insulin given, the canstant medical] Supervision and the fact 
that even the slightest evidence of excessive drowsiness or neuromuscular irritability is promptly corrected by giving a sugar-containing solution intravenously, serve to 

_indicate thar tho serfous side-effects. of insulin administrat ion, (temporary. doss of. ou! 
te peur. Thus). We beh ice that! the great benefits: to ‘be derived fr your child.—_ 
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child uncer no serious risk wnatsoever., The Metopironce test likewise nas pro.ud to 

bo safe and the rare symptoms it causes, such as neusca and vomiting, can be promptly 

eliminated by stopping the test. Whenever medically indicated, additional medication 

is given to guarantee your cnild's comfort and safety. 

In order to ensure close observation and to quarantee the .continuity and reproducibility 

of these studies, all children participating in these tests live tenporarily in a 

special cottage, similiar in deosign and construction to the other cottages on our 

campus. While there, for up to three months they attend regular schoo: on a half-time 

basis. An experienced tutor is provided tne rest of the time to keep interference 

with the child's school progress at a minimum, and to promote our educational goals. 

We should like to believe that the above statements will prove to be sufficient to 

convince you of the significance and essential nature of the studies descriped. In 

addition, you might be interested to know that this program has been approved by the 

appropriate review committee of CARIH, and has also received the approval and financial 

support of the Hational Institute of Child Health and Human Development of the United 

States Public Health Service. ‘When the study is completed we snall gladly forward ali 

information obtained from these tests to your child's physician at home, | 

As we should like to have your written permission to proceed as above, we have enclosed 

two copies of this letter, one for your records and one for you to sign and return to 

us at your earliest convenience. If you wish to receive furtaer information on our 

project, in greater detail than could possibly be included in this letter, or if you 

have any other questions or comments, please feel free to write or call us at (303) 

£,33-2551, extension iG or CO. 

Sincerely yours, 

  

Jacqueline 2. Jorgensen, M.D, 
Senior Staff Pediatrician 

  

C. J. Falliers, .D. 
Medical Director 

JR: CUR i sh 

Encl. 
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Many children at CARIH have received ACTH for the treatment of their asthma and some 
may necd it again in the future. Our staff has given it only rarely because of 
reports of occasional allergic reactions. Recently, however, a completely synthetic 
ACTH (Cortrosyn) has been made available to us which is very mucn jess likely to 
cause such reactions and which we feel will be valuable for treatment of asthma. 

Cortrosyn has been tested extensively in other countries and has been found to be 
safer than ACTH from animal sources. At present Cortrosyn is in the final Stage of 
evaluation before the F.D.A; allows all doctors ‘to prescribe it. Because it offers 
certain advantages in medical treatment, we would like to give it to some of our 
‘children at CARIH. The first step planned is to give single doses to a roup of 
children and measure the changes that occur in the blood for just a few hours. Tne 
effects of a singl se of Coritrosyn last less than a day and the child receiving 
it should noti “fect at all. . 

Since Cortrosyn has not yet been released to the medical profession for general use, 
you permission is required before your child may receive it. To indicate your 
consent, please sign this form below, retaining the copy for your records, and 
return the original to us as quickly as possible. 

Sincerely yours, 
C 

yf 

tL U4. —Y 

. +’ Fallicrs, M.D, 
Medical Director 

CUR: Jdesh 
Encl. 
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November 20, 1970 

Mr. and Mrs, ----- 
12345 ~---~ 
City, State 

RE: 
Dear Mr. and Mrs, -+~--:. 

As you probably are aware, Rubella (German measles) vaccine has been approved 
and recommended for general use in the United states for immunization of al] 
susceptable children and since yourstson, Richard’nas no antibodies. to Rubella, 
we would like to immunize himwvith this vaccine. 

# We would like to use this opporunt ty to examine any effects that this 
“ may have on the reactivity of the airways and this will be done by checking the 

response te inhalations of methacholine Lo your child at intervals over a 
period of several weeks. This is a routine procedure done at our institute 
as part of the complete investigation and management of our patients, — 

\\ This procedure will be carried out under complete supervision and fis not 
harmful in any way. However, we do want you to be informed of this and would 
appreciate your consent by signing this letter and returning it to us by 
return mail. The copy is for your file and information. 

  

}e If there are any questions regarding this, please do not hesitate to contact 
us e : ~ 

Sincerely yours, 

~LMssh 
Encl. 

We hereby consent to the Rubella vaccine immunization.and study as described 
above for our child, Richard. 

Pieviey wd us oan rhage 34 Deyo Lien ee tee ‘tye are ae eg rouy ont ‘ ve 2 : My yee . . Soe ee 4% bam ge ke 

    . «0 (fother*s signature) ~ (Daté)



wre j Yoo a, 

a a “az % SS oy RK ‘ 4 5 

\ 4a . } on ] 
;} S : ‘ % 

+ | faery 

4 / 4 — 
: Say f ds 

“ey Y y e 
tan, ad a era a “ « 

. : . 4 fs 2 a esy 
ee 

“” . a ¥ Py e a toe 

e. ‘ pe RR ne oe ny ‘ : y oe 

‘ ~ vo. . an a a 
3 a ? 

a ro
e 

“ye os tae eu dr bad Pe Cc a as i £32 

3401 west 19th avenue / denver, colorado 80204 | 433-25 

Elliott Middlaten, Jr., 74.D., / 

' Director, Clinical Services and Research’ 

PART ONE OF A_ GENERAL INSTITUTLONAL ASSURANCE 

The Children's Asthma Research Institute and Hospital (CARIH) will comply with the 
policy for the protection of human subjects participating in activities supported 
directly or indirectly by grants or contracts from the Depai tment of Health, Educa ~ 
tion and Welfare. In fulfillment of its assurance: 

This institution will establish and maintain a committee competent to review 
projects and activities that involve human subjects. The committee will be 
assigned responsibility to determine for each activity as planned and conducted 
that: 

The rights and welfare of subjects are adequately protected. 

The risks to subjects are outweighed by potential benefits. 

The informed consent of subjects will be obtained by methods that 
are adequate and appropriate. 

This institution will provide for committee reviews to be conducted with 
objectivity and in a manner to ensure the exercise of independent judgment of 
the members. Members will be excluded from reviews of projects or activities 
in which they have an active role or a conflict of interest. 

This institution will encourage continuing constructive communication between 
the committee and the project directors as a means of safeguarding the rights 
and welfare of subjects. 

This institution will provide for the facilities and professional attention 
required for subjects who may suffer physical, psychological, or other injury 
as a result of participation in an activity. | 

This institution will maintain appropriate and informat:ve records of committee 
reviews of applications and active projects, of documentation of informed con- 
sent, and of other documentaticn that may pertain to the select:on, participation, 
and protection of subjects and to reviews of circumstances that adversely 
affect the rights or welfare of individual subjects. 

This institution will periodically reassure itself through appropriate adminis- 
trative overview that the practices and procedures designed for the protection 

_ of the rights and welfare of subjects are being effectively applied and are | . 
So e6nSistent: wrth” rts: assurance’ as accepted: by’. the: Department’ oF Health: ‘Education. ean 
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